Investigations.-Barium meal: Small gastric ulcer on the lesser curve. B.M.R. -23%; -13%. Insulin tolerance test showed a rapid fall and abnormally slow rise; 17-ketosteroids excretion 2-0 mg. and 1-2 mg. in twenty-four hours.
Since May 1947 the patient has been greatly improved by treatment with thyroid and stilbcestrol and latterly by implantation of testosterone and DOCA.
Comment.-When the patient was admitted to hospital in 1931, it is recorded that she had severe and recurrent hematemeses. From this time the symptoms and signs of Simmonds' disease developed. She did not seek medical advice for these complaints until fourteen years later, when symptoms of anxiety and depression coupled with attacks of hypoglycxmia caused her admission to a hospital for psychiatric investigation.
This patient was not pregnant at the time of onset of her illness, nor was there evidence of any local pituitary, or general disease. The hxmatemeses appear to be the only precipitating factor causing the subsequent development of Simmonds' disease. We have found no previous record of Simmonds' disease following haematemeses in the literature.
Male, aged 23. History.-Always fit and well with normal development in puberty until four and a half years ago. At that time sustained a fracture of the base of the skull in a lorry accident. Was fourteen weeks in hospital. Found that he had no energy, was slowing up both mentally and physically. These symptoms have continued. Persistent lassitude and weakness. Complete loss of libido. Has gained 2 st. in weight, and has noticed that his face has become very pale and puffy. Used to shave daily, since the accident this has dropped to once in three weeks.
March 1948: He developed a dental abscess, and although the infection was not severe he lapsed into a drowsy comatose state, with much vomiting. Blood-pressure 95/60 at this time.
July 1948: Investigated in hospital. On examination.-Pale lethargic young man. Fine soft skin, but puffy face and hands. Scalp. hair normal. Eyebrows thin at outer third. Face and body hair very scanty. B.P. ranged from 95/60 to 120/90. 17-ketosteroids-1 mg./twenty-four hours.
B.M.R. -28 %. Radio-iodine excretion showed evidence of thyroid hypofunction.
Fasting blood sugar-72 mg. per 100 c.c. Insulin sensitivity test-increased sensitivity. X-ray of skull-small bony thickening in floor of sella turcica. 600 mg. of testosterone implanted. Marked improvement followed on this.
Thyrotoxicosis, Exophthalmic Ophthalmoplegia, Myasthenia Gravis and Vitiligo.-RAYMOND GREENE, D. M. Woman aged 27 with one child. History.-She was perfectly normal until December 1946 when she began to complain of fatigue and breathlessness on exertion. In February 1947 she first noticed occasional diplopia, which got worse as the day wore on and which steadily increased. In April 1947 exophthalmos began in the right eye and she first noticed a patchy brown pigmentation of the skin. The complete classical syndrome of thyrotoxicosis rapidly developed and treatment with thiouracil began in May 1947. In June 1947 ptosis of the left eye was first observed. In July weakness began in the right arm and in August this was followed by weakness of the left arm and both legs.
Between the onset of the disease in December 1946 and May 1947 she lost 2 st. in weight, regaining most of this while under treatment with thiouracil. All symptoms were greatly improved during this treatment.
When first seen by me in October 1947 she showed a bilateral exophthalmos, more severe on the right side, with ptosis of the left upper lid. There was extreme weakness of the muscles of the arms and legs, especially of the extensors, but no muscle wasting. There was a typical myasthenic smile. There was a patchy brown pigmentation of the skin of bothlegs and arms and to a lesser degree of the abdomen. The pulse-rate was 80 and the B.P. 125/85. The hands were warm but dry and there was a slight tremor. There was a diffuse soft enlargement of the whole thyroid, especially of the right lobe. X-ray of the chest was normal. Eye movements at this. time are shown in the following 6 ).
An injection of 2-5 mg. of prostigmin produced complete disappearance of theptosis and of the weakness of the limbs and facial muscles. Movement of the right eye became normal except for outward movements. Movement of the left eye also became normal except for outward movements. In short, myasthenic symptoms were entirely relieved except for those due to weakness of the external recti. The hypothesis was advanced that the patient showed a combination of myasthenia gravis with thyrotoxicosis, all muscular weakness except that of the external recti being due to the former and that of the external recti to the latter.
On October 24, 1947, after preparation with Lugol's solution, a subtotal thyroidectomy was performed by Mr. J. E. Piercy. Both lobes were found to be enlarged, vascular and friable. The inferior thyroid arteries, which were large, were ligated. After operation the signs of thyrotoxicosis were absent. The prostigmin requirements of the patient rose from 1 tablet three times a day to 2 tablets threehourly. This dose, as before, controlled the majority of the signs of myasthenia and movement was for the first time observed in the outward direction in both eyes.
The improvement in the action of the external recti continued though it did not become perfect. It was unaffected by prostigmin. week it was possible to reduce the dose of prostigmin, from 2 tablets three-hourly immediately after operation, to 1 tablet three-hourly. A steady improvement in all myasthenic symptoms occurred and by December 4 an examination conducted four hours after the last dose of prostigmin, shdwed all movements to be normal except for slight persisting weakness of the external recti.
The patient was discharged on December 5, 1947, taking by this timetablet of prostigmin every two hours. On January 20, 1948, a further improvement had occurred and four hours after prostigmin all eye movements were normal except for outward movement of the left eye, which was still weak. Two patches of alopecia areata had occurred on the scalp. She complained of occasional diplopia when looking to the left.
When seen. in March 1948 she was nio longer having diplopia or any other symptoms. All eye movements were normal except for outward deviation, especially of the left eye. Both eyes could, however, be moved almost normally when she made a really concentrated effort. Exercises were prescribed. The alopecia areata had gone and the pigmentation had improved. In August 1948 she was taking 4 tablets of prostigmin a day, which kept her completely symptom-free. No signs of myasthenia gravis were present on this dosage and no signs of thyrotoxicosis, except the slight persistent weakness of the external recti. There was no ptosis.
It is difficult exactly to evaluate the part played by thymectomy in her improvement. Before the operation the optimal dose of prostigmin was 6 tablets a day and it has been reduced only to 4 tablets a day. On the other hand the patient is convinced that this slight alteration in prostigmin requirements does not give the true picture of the improvement which she has experienced. Continued observation has supported the original hypothesis that myasthenia gravis was responsible for the weakness of all muscles other than that of the external recti. The weakness of other muscles could be abolished by prostigmin. Both before and after the two operations, weakness of the external recti was unaffected by prostigmin.
Pathological reports.-The thyroid, which weighed 58.5 grammes, showed a moderate, diffuse epithelial hyperplasia with decrease in colloid and occasional areas of lymphadenoid infiltration. The thymus, which weighed 18 5 grammes, was characteristic of myasthenia gravis and showed hTemorrhage into cavernous angeiomatous spaces, which were probably lymphatic spaces.
DISCUSSION
Two points in this case are worthy of special note. In. the first place the "see-sa^r" relationship between thyrotoxicosis and myasthenia gravis so commonly described is absent. No significant increase of the myasthenia occurred after thyroidectomy, though there was a slight temporary increase in prostigmin requirements. In the second place, external rectus palsy, which was unaffected by prostigmin and was therefore assumed to be due to exophthalmic ophthalmoplegia, improved steadily after thyroidectomy and did rot, as might be expected, become worse.
The Use of Adrenocorticotrophin in Testing for Adrenal Insufficiency.-F. T. G.
PRUNTY, M.A., M.D., M.R.C.P. The experiments on which this report is based were conducted with Professor G. W. Thorn and Dr. P. H. Forsham at Harvard. It is well known that adrenocorticotrophin is capable of stimulating the adrenal cortex, one result of which is a lysis of lymphoid tissue and a reduction of circulating lymphocytes (Dougherty and White, 1947) . It is also known that compound A of Kendall (11-dehydrocorticosterone) will produce an. increase of uric acid excretion (Forsham et al., 1946) .
